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Antitumour compound 
The present invention relates to antitumour compounds. 

In particular, the invention relates to the anti-tumour compound ET-743, ET-743 
delivery regimes, biochemical parameters that correlate with ET 743 treatment, treatment of 
soft tissue sarcoma and breast cancer with ET-743 and cells resistant to ET-743. 

The invention includes a method of biochemical monitoring of a patient to identify a 
risk of multi-organ toxicity, MOT, when treated with Et-743. In one aspect, biliary 
biochemistry, bib, is monitored at entry to establish suitability for a proposed dosing regime, 
bib can be monitored during intercycles, with a view to dose reduction in the case of 
intercycle peaks of alkaline phosphatase above normal values. 

The invention also includes a method of treatment of advanced soft tissue sarcoma, 
ASTS using Et-743. Again, bib is monitored. 

Et-743 shows promise for patients with gastrointestinal stromal tumors, GIST; in non- 
GIST soft-tissue sarcomas, STS; and in non-GIST STS with no prior chemotherapy, that is, 
front line patients. 

Furthermore, Et-743 is useful for treating patients advanced/metastatic breast cancer, 
A/MBC, who have been pre-treated, for example with anthracycline, A or taxane, T. 

Other pretreated patients have benefited from Et-743, notably with sarcomas of bone 
and soft tissue. 

We have additionally found that ET-743 has exceptional activity in the treatment of 
cancers, such as leukaemias, lung cancer, colon cancer, kidney cancer and melanoma. 
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Thus, the present invention provides a method of treating any mammal, notably a 
human, affected by cancer which comprises administering to the affected individual a 
therapeutically effective amount of a compound of the invention, or a pharmaceutical 
composition thereof. The patient may be one who has already received chemotherapy. 

The present invention also relates to pharmaceutical preparations, which contain as 
active ingredient a compound or compounds of the invention, as well as the processes for their 
preparation. 

Examples of pharmaceutical compositions include any solid (tablets, pills, capsules, 
granules, etc.) or liquid (solutions, suspensions or emulsions) with suitable composition or 
oral, topical or parenteral administration, and they may contain the pure compound or in 
combination with any carrier or other pharmacologically active compounds. These 
compositions may need to be sterile when administered parenterally. 

Administration of the compound or compositions of the present invention may be by 
any suitable method, such as intravenous infusion, oral preparations, intraperitoneal and 
intravenous administration. We prefer that infusion times of up to 24 hours are used, more 
preferably 2-12 hours, with 2-6 hours most preferred. Short infusion times which allow 
treatment to be carried out without an overnight stay in hospital are especially desirable. 
However, infusion may be 12 to 24 hours or even longer if required. Infusion may be carried 
out at suitable intervals of say 2 to 4 weeks. Pharmaceutical compositions containing 
compounds of the invention may be delivered by liposome or nanosphere encapsulation, in 
sustained release formulations or by other standard delivery means. 

The correct dosage of the compound will vary according to the particular formulation, 
themodeofapplication,andtheparticular^M5,hostandtumourbeingtreated. Other 
factors like age, body weight, sex, diet, time of administration, rate of excretion, condition of 
the host, drug combinations, reaction sensitivities and severity of the disease shall be taken 
into account. Administration can be carried out continuously or periodically within the 
maximum tolerated dose. 
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The compound and compositions of this invention may be used with other drugs to 
provide a combination therapy. The other drugs may form part of the same composition, or 
be provided as a separate composition for administration at the same time or a different time. 
The identity of the other drug is not particularly limited, and suitable candidates include: 

a) drugs with antimitotic effects, especially those which target cytoskeletal elements, 
including microtubule modulators such as taxane drugs (such as taxol, paclitaxel, 
taxotere, docetaxel), podophylotoxins or vinca alkaloids (vincristine, vinblastine); 

b) antimetabolite drugs such as 5-fluorouracil, cytarabine, gemcitabine, purine 
analogues such as pentostatin, methotrexate); 

c) alkylating agents such as nitrogen mustards (such as cyclophosphamide or 
ifosphamide); 

d) drugs which target DNA such as the antracycline drugs adriamycin, doxorubicin, 
pharmorubicin or epirubicin; 

e) drugs which target topoisomerases such as etoposide; 

f) hormones and hormone agonists or antagonists such as estrogens, antiestrogens 
(tamoxifen and related compounds) and androgens, flutamide, leuprorelin, goserelin, 
cyprotrone or octreotide; 

g) drugs which target signal transduction in tumour cells including antibody 
derivatives such as herceptin; 

h) alkylating drugs such as platinum drugs (cis-platin, carbonplatin, oxaliplatin, 
paraplatin) or nitrosoureas; 

i) drugs potentially affecting metastasis of tumours such as matrix metalloproteinase 
inhibitors; 

j) gene therapy and antisense agents; 
k) antibody therapeutics; and 

1) other bioactive compounds of marine origin, notably the didemnins such as 
aplidine. 

The present invention also extends to ET-743 for use in a method of treatment, and to 
the use of the compound in the preparation of a composition for treatment of cancer. 
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The invention is illustrated by the attached data. 



^AtJATTFRlZATION OF IGROV-1 HUMAN OVARIAN 
^fffla LINES MADE RESISTANT TO 

EC?E&ASCm^743 (CT^43). E. Erba, G Di Liberty I. Muradore, 
ECTEllVA^iUL^ v Department of Oncology, 

MA USA and PharmaMar. S.A.. Tres Cantos. Madrid Spain. 

exposing Igrov-1 human ovarian cancer cells to increasing 
co'ocemSs o! Ecteinascidin-743 ^\ h ^ ^ 

time, we obtained ""'{^^ £ 
In che most resisiam clone, taov 1/25 Li 

due to amplification of the mor- i gene " u armmximatelv 

The IC<50 values of ET-743 against Igrov-1/25 ET was approximately 

« • v^r than the Ierov-1 Resistance was not reversed while 
50 times higher than l^ov . 

maintaining lgrov-1/25 ET in drug tree me resistance of 

The cydo^nne « g ^ T 1/25 ET 

Igrov-1/25 ETto^-743 Compar t sensitive. to L-PAM, 

SSiS^CTT ani only ° margin less "sensLe to- Cis-DDP and 
MNNG CF1 and 1/ ^ iy p T n ex ^ osed to Dox0 retained this drug much 
OxaliplatHi. Igrov-l/25 ET exposec I to u increasing 

less compared to Igrov-1 . ^ SDZ PSC-833 we 

concentrations hl-/41 in comoinauu Jl Thr TC<n values of 

have recently isolated a cell line resistant 10 ET-743. The 1C50 vaiues 01 

^^X" llSuo^nh, different* ~» 

line is underway. 
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PREDICT THE ONSETOF SEVER^ 

Jav ,r G6.cz, Luis I^J^8E K'k— 
• Madrid,Spain, Jean Lg ^$^^m» 1 Jose J.mcno. 

Michael Villalpna. Davld p^ L ^XJ Mfel,.. Spain 

ET 7 43 is a novel marine compound that is under ac Uve ^^SStod*« 
^(limiting toxicities 

[RD) have been consistency chawtenze ^ or Uorgan tox ,c,t,es 

0 67%-3.90% treated with ET- /« nave p fai , ure and 

(MOT) including long ^JP™W^ ^ Therefore full clinical and 

habdomyolysis; three out 0 }^ s Z^^ &cr a s treated at the RD or at the maximal 
pharmacokinetic (PK) data Jrom 93 ^gse 1 PJ^ included in , multivariate ana ys.s to 
tolerable dose among five phase I trials na order tQ . llC n ts safe tv. 

dentify factors that can » nt,c, P at %*J ofalkaline phosphatase (ALP) above 

Resu s Patients with intercycle 1™^$?*)**™ P . £ , e had a hlgh ris k ol 

Si 'values (N V), ^^fSn^ without IlP-IPK: 24% vs. 4 7% 

severe or MOT in the fol \ 0W ™Z C ?™™\es included in a stepwise logistic 

rn<0 001) In addition data from 10 ° c y c, f s J™ in _ d lhe ma in predictors of severe or 

2 imercycle period, ^^"f^e^ S TtepropoJed RD oflSOO r»cj£n2. A 
normal bib at bff s manda.ory in calf of ALP-IPK. A prospect"* 

SSSS ° e & #5L» with impaired bib .s warranted. 
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'^7^^^^^F KT^A3 IN ADVANCED SOFT TISSUE 

GLABBEKJJ A CENTER, BRUSSELS, BELGIUM 

Axel LeCesne, Inslityl Gustaye Rous^ViUejuir, France 

Antitunor activity of Ecteinascidin ^^^^3^ fiSy" 
reported in previous ^hase : [f^^^^^a lW>]g/m2 as 24- 
assess activity and toxicity of bl aa ™ ASTS ^ wkh non . 
hour continuous infusion every 3 weeks ^n pa le ™ s J ; d ET _ 743 as 2nd i ine 

gastroinlestina stromal GI^^u^) KSved it as front-line therapy, 

chemotherapy (CT) while pts wiin 1 Uj\ i* ' d , , ( y ResuUs . t0 
Pharmacokinetic analyses were figuring the st jnd late y ^ ^ ^ 
date, 54 pts have been included (39 in gp A an d l>m gp ) ^ oma> 
(18 to 76 yrs) and a med.an PS of 1(0 to 1). One ^ ra 01 ^ P (ANC) and 
Toxicity (T) : febrile 

thrombocytopenia ^°^And cy (21% of gde 4 ANC vs 3% after the 1st cy). A 
T was mainly observed after the 2nd icy 1 /« _oi g majority of cy. There were 

reversible transient elevation of f ™a™ases ^^j™^^ an /,iver failure, 
3 toxicity-related deaths, 2 due to of creatine kinase. A creatinine 

and 1 due to with P revi ° US 

elevation occurred in 2 other pis ^ ia and n0 se vere GI T. The severe 

required phosphatase (ALP) baseline value 

T were highly correlated wun j ' «» hrtween cv A orotoco amendment now 

° f * 2) 3 Si AU a.Tnctio » S-bP- « dosc'XlL (.200 |OTg>m2) in case 
?i hSSdlrt?" 'bM/ALP > grade 1 . Early hi*, ofaeUvUy have been observed and 
final results will be presented. 
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„ ™™„.crwr, ACTIVITY IN DISTINCT POPULATIONS OF 
ECTEINASC1DIN (ET-743) ^J^^^SaSu TRIALS. 
SARCOMA PATIENTS: SUMMARY OF 3 U-S.BfED^ p 
Demetri GD, Seiden M, Gaxca-Carbone™ £ ^Massachusetts General Hospital (Dana- 

Quigley MT, Jimcno J, Ryan D. Dana-Far hrOwoWJ Cambridge MA 
llrkmcrs CancerOre), ^^.J^^'TnSSc organism, covalently binds to 

ET-743, a cytotox.c a ' kalo,d ^flXeplication and transcription through 
the minor groove of DNA .nd ^ p P otent cyto toxic 

other mechanisms. Prior m v.tro and P^ S ^ alori in< B ased on these data, 
activity of ET-743 in ^^^^^2^ the activity of ET-743 in 
coordinated phase II ^^^^^n^ stromal tumors (GIST), 
distinct groups of patients (pts with ""^^^fog c _ fa ,, W ere entered into one 
rigorously defined as GI sp.ndle cell °^J^i e sa ^ CO mas (STS) who had 

trial. A second study evaluated P^*^^^Xothcr study is the first ever 
received 1 or 2 prior ^^J^^ (front-line study). The dose and 
to use ET-743 m non-GlST STS pt wrtft r i p ^ continuous iv infusion on an 

schedule of ET-743 identical across all studies. Pts were 

outpatient basis, repeated every 3- week 0 woe W GIST „ g pts; 

restaged after every 2 cycle, Ace* 1 ^^^^^ has been very good. 
Prior CT = 1 6 pts; Front line - 1 2 p to. ™ e ™» • / dexarne thasone into a 
Nausea has been essentially ^^S^^^nihr to those observed during 
prophylactic antiemetic regimen. Other tox^ i ^^^c transaminitis, 

Jhie I studies, such as myelos u n^ n 1 ^SSudy^e exhibited stable 
and fatigue. 6 of 10 have 4 of 12 evaluablepts (33%) 

disease or minor response after 2 cycles ol ine py ^ . r 

with prior CT. Preliminary ^^^ZTZ responses have yet been 
liposarcoma, W<^y^^ l ?n£^SneL (PK) of ET-743 are monitored 

of several histologic subtypes of STS. 
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FCTEINA5C1D1N-743 (ET-743J > £ ' TAXATO Lr^^^Sr^BQ 
dStSSTtED ADVANCED/METASTATIC BKtA^ HOUR f» 

CT . 743 „ . new minor ^covc W^^^^^SH— 
^ninccytosinc regions, active in a J,* ™* ° p f hase , mo early phase « 
«„o-rnfJ, including breast oncer. U u 4J . ycn q3wee fcs as 

We report our ebn^l «P£ ^ '"ated in an ongoing phaseH 
24h CI in predated A/MBC pu We analyz^ P 2 ^ , 8o0flg /m» (MTD) 

study (IS«Jw/«fl. < P« ^ti^ic cT a . ASC0 99. A»M»-«» 

seated in the phase I poyvsl* *< stu <» ^"'TllS 

women, all with measurable disease a F B- Qf . nV0 , vcd ^ (H) 

.re 50 years (33-64). m PS (ECOG) U lu i J. 5%) , ymph nodes 6 

disease sites: cutaneous 12 (60%). liver 10<3WO. ^ ^ ^ ^ 

no^plcuropulmonary 6 (30*): m resistant to both A andT, 

6 Se P A «?T prerreatcd. administered, m 2 cy/pt 

, «, A only and 2 to T only. Safety: 5t , cycles I yj thrombocytopeiua 
( l R ) Grade 3/4 (NCI) toxicities per «*n W M ^ ^ 
Saw. reversible transarninius 34 0* • , expEricnC c. EIT.cacy: As of 

differences with the safety profile of £ P 1 ^, pa ^ al rcsp0 nses (13*. 95?c 
ll/oo 16 pts are evsduable (* pts too early), i o h involve menO la*">£ 

a? 38%) P were observed (P»« ro ^^,S^„ A or T; 6 P«s achieved 
?/ and i month, both ^out p™»0 = a ^ ^ , 5 3 

disease stabilization (2+. 3. 3. 3+. m. « J ET _ 7 43 shows early evidence of 
(40% decrease tpt: A Icrual is ongoing and former 

clinical activity in heavily pretreateo m 
phase II trials are warranted. 
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Sk^r^ST** '225 «o-y. * «-* *- - 

France • Phar Mamar. Spain. 

France . rn , . has demonstrated high 

P^ecNnica. »^ -"^^0^ ^^'SgSj 
Neutropenia (AGO; ana «»« / Cvitkovic fit al. ASCO S». «P *V °™ 
„ ur2 4h C-echcdule Phw-J^-^Sd. prompt taMrin of 
Activity against sarcomas was ° DS * ' . |( were treated on a 
tnZ7tt trials. Pts not ^'S*' 6 J°/ er f o a J r % vera U current experience 
co^ senate use ^'^^iZ^^ 2/98. 89 l* . Ig 
in refractory, advanced sarcoma pts^ ^ ^ 24h -C 
STS 3 osteosarcoma. 1 t """9' . { 1500 mcg/m 2 (37 pts), at 
^«ke ehher at the recommended dose 01 ■ =>" a ^ in ^ 

chase I trial. 15 in the ongo.nc , phase I "at. i s o ^ ^ ^ 

S tema e median (m) age 45 (16 -71). m £ B ; ved 8 ^ t hracyclins (A) and 
Sea^e at initiation. All pts had f^^XZ 2 (1-7). 56% disease 
a Mator*. M number of P^^^apy^egimen. Results: Toxicity us 
n ooression under the pnor che m^erapy r ey NC| ade3 . 4 

SSorthe 137 given cycles median 2 cy/pt ^ fever sible 

Saminitia. as Piously desc "bed ( 17 ? %)> z belng converted to 
evaluable (5 too early) There were ^ ^ < lca) CR) . 11 3D most 
post-surgical CR. 3 MR < n J^ 9 ^ jn v P ari0 u S histologic types (including 
lasting >3 mo. Responses were seen in «™ iscenal metastases), m 
!S osteosarc.), in dte ^ e a ^-refS W or not refractory tumors. 
bu.ky and non^ d,sease new agent in heay.ly 

Conclusion: E, " 7a l_tr„„ 
' pretreated bone and STS pts. 



